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AS The association of expression with bone formation 

and mineralization of the calvarial osteoblast -like ceils was studied. 
KSU-l rtRNA was faintly expressed from day 14 of 

gestation with mild increase over the gestation period. Both primary rat; 
fetal calvarial cell cultures and MC3T3 cell cultures overexpressing 
T7TCT,T,-f showed an increase in mineralization. Mouse cpna 
array results from »wi-infecced MC3T3 cells showed ' 
the expression modulation of the genes related to bone formation and 
craniofacial development; downregulacion in BMP-7 gene expression and 
upregulatlon of split Hand and Foot gene. j 



BEST AVAILABLE COPY 



PAGE 11/18* RCVD AT 11/12/2004 4:20:41 PM [Eastern Standard Time] * SVR:USPT0-EFXRF-1/8 * DNES:8729306 * CSID: * DURATION (mm-ss):0542 



1 1-12-04 01 :24pm Frcra-McDERMOTT WILL I Ek/ERY LLP W33 P. 12/18 F- 



L3 ANSWER 7 OF 28 WPIDS COPYRIGHT 2004 THE THOMSON CORP OB STN 
AN 2001-300X43 [31] WPIPS 

TI C Bcreen^ng*for an agent chat alters bone mineralization, useful for 

£ acilitating bone calcification or repair, comprises contacting a ceil 
containing gene with a test agent and detecting 

a change in JWIA-I gene expression level. j 

DC B04 D16 D22 j 
IN TING, K ^ • \ 
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CYC 94 

PI WO 200X02482X AX 200X04X2 (200X31) * BN 54 : 
J: W W CH W DE OK EA ES PI PR GB GK GM GR Ifi IT KE LS LU MC MW M2 : 
JIL OA FT SP SE SI- SZ TZ UG 2W J 
W: AE AG AL AM AT AU AZ BA W BG BR 3Y BZ CA CH W CR CU CZ OB DK . TO , 
PZ ES FI OB GD Gg <3H GM HR UU ID IL IN IS JP ICS KG KP KR KZ W 
tX IA LT W I.V MA KD MO MK MN MW MX MZ NO NZ PI, PT RO RU SD SB . 
SO SI SK SL TJ TM TR TT TZ OA UO UZ VN YU ZA ZW . * 
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ADT HO 200X024321 AX WO 2OOO-0S27477 2000X004; AU 2000079943 A AU 2000-79943 
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FpT AU 2000079943 A Baaed OH WO 2001024821 
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NOVELTY - screening (Ml) for an agent that alters bone mineralization 
comprise* contacting a cell containing a JTO-l gene j 
with a test agent, and detecting a change in the expression level of the 
HBLL-L gene as compared to the expression *a a ceXX that j 
is not contacted with the test agent at a lower concentration. ; 
DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the ; 

following i 

(x) pre-screening (M2) for a ffSLL-I modulator 
comprises contacting a HELL- I nucleic acid or protein 

with a test agent, ind detecting specific binding of the test agent to the 
NSU.-X nucleic acid or protein; ^ ,-h. 

(2) increasing (M3) bone mineralization comprises increasing the 
concentration of a NWX-X 9*oe product in an 

OSre °^|) ll | d cilitating (M4) the repair of bone fractures comprises J 

increasing concentration of a gene product at 

or near the fracture site; . 

(4) facilitating (M5) the repair of a bone fracture comprises 
contacting the bone fracture site with a N»w»-X 

protein,- material (I) comprising a biocompatible matrix and a . 

protein capable of enhancing the formation of } 
osseous tissue in the animal in which it is implanted; and ; 

( ) bone graft material, which is capable of inducing cte tojcioa : 
of osseourtislue in the animal in which it is implanted, *W"»a a 
collagen conjugate containing 65-95 weight* reconstituted collagen and S-JS 
weight% KftW-l protein. \ 

and 17 was performed- Adenovirus carrying H8U.-X cBNA 

was constructed and infected into rat fecal calvarial P*}™*^. beta ? 
cell cultures and MC3T3 cell lines. Adenoviruses containing cbe beta 
-gaiaSsidase^ene were used as control and examined for efficacy of 
infection witn different cell types. SBLL-X n*tlA was ; 
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W 7T.T .1 enhanced mineralization in calvarial , ! 

SSogeSc^^m^eU cultures by approximate* 30 fold. » day 17-post { 
infection compared to the control. Results confirmed that HBU.- 
0. la closely associated with bone formation and it enhanced 
mineralization of the oalvarial osteoblast-iifco cells, 

MECHANISM OP ACTION - None given. . 

USE - (Ml) and (K2) are useful for identifying agents that enhance 
bone mineralization (claimed) . 

(M3-5) are useful for repairing bone fractures, increasing bone i 
density, or to induce bone repair (claimed) - 

(I 10 useful as bone graft materials for the treatment of fractures . 
(claimed) or to facilitate replacement or healing of prostheses or bone 
transplants. 
Dvg.0/1 



PAGE 13/18* RCVD AT 1 1/12/2004 4:20:41 PM [Eastern Standard Time] • SVR:USPT0-EFXRF-1/8 ' DNIS;8729306 ' CSID: ' DURATION (mm-ss):0542 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT [J . r,-^; n].r h-ZA'\ 

□ REFERENCES) OR EXHTfiIT(S) SUBMITTED ARE POOR QUAlIWr-j^^cZii 

□ OTHER: " ■. : • ["7 Cl'DXI^, _ _ 

IMAGES ARE BEST AVAILABLE COPY. JMA GJi:S A RE 
As rescanning these documents will not correct the image r ^ 
problems checked, please do not report these problems tq>^ os ! 
the IFW Image Problem Mailbox. ; hie >;FW lm ^ge 



